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SlIBMITTEP VIA EFS 



COMMISSIONER FOR PATENTS 

SUBMITTED VIA ELECTRONIC FRANC SYSTEM 

I Mahe Kmh MXFjHiJT , declare as .follows: 



L Tkwe To Fra-uieaA iMsresi in d>c ^ov^r^f^acea patj^t a|^Hcatimii .and 1 are not a 
\imd foymtpr of the mveodan. disclosed irr the above Yehrrenced patent ^flk-^o^ 



2.. A ..copy of my emmiium mm fe; attached lioreto #s;E$iiifesi:A> At preseoy Fhoki a 
poj5lto.^ : p^ftss6r arid chairman in the DepariororA of Cardiology; Pidoioaa;: y Diaeaaea, 
Vascular Medicine ami loterrAvo Care cardiology at the "Oa iver Ary ol DosaAidorF (5cmva;o;A I 
have had >2'Q years of S|^donco i.a reae&roh ioohOFyy svorK on die physioiogleal. efets or 
ohrie oxide aod AarrgsoA nitrite and narfenUrly the effects oi these; nvoleoules ea vaacrdar t.orie, 
f: have o ubhsh ed o ver - A 00 sei eo F A a ami; lea in. scip^ c j our na I s and hook s B y varae of r a y 
educMiOn. tn*ftrh;i^ ex|>eAce:oe s; I am kiio^k-dg^abk-- about Biirk. : o^iderkmor% : 

the physfeldgy an<! Walogy of vasoddataAoo. aod the effects of varaeus eotnpouftdh- on 
vasoArlatanora 

1 I have read Modin a/ A, Acm Pkmot ScomL F7F9AA 2001 (attached her eio aa 
BOdbA Bl and Fari.ihari.aod myself with toe teachings rhcreia.. 



P*g< A at 3 



jmxm$ i>rciwg&*> sffk Malte Kdm nn&& STpJitM !JJ5,B.p^ atf ^ ^ A^ftte£ ReWwec.;; N&*r&£f 42.50-6? 

4. The exp^rimaihi! modei xmd by Modhi zi aL k a poor model far prodkii ng in vivo, 
tntmion because this av vitt? model ah decs excised aorta that is Tminrmhred m a mpdffie<| : 
krebs ^ohUlan of neutral or acidified pH, Most i f not all of tbe regulatory facto r>rpresoni hi 
blood that pray- a phy^rdog;c&i nbe hi the y&^liialation p^pes* are absent trove the 
experlm&^Uii ryatdcl oaed by M<ydin Of pa / w c< * /or imports m;® h'-ih&fackx^Motxi m ike 
aoHif: rmg-priparaikms. Blood is expected to scavenge nitric oxide, redaeroe the efficacy of 
NO and NO donors in blood. 

a . I do not believe ihat the Media or a?, refereaee teaches tlau aoowaaddaed sodium 
catena is a Yaaoditaaar at eonceniratknts of 25 jiM.or leas, m wtfcfc> or in Readmg Figure 2 of 
Merhn m u:L t do nor beheve that i not garde rhbite, : when applied in a oeuiraLbef'fet, As ao 
erieetrve : vsusodUafer of rsoiated aegnrema of rat aorta, at coBcent.ra.oona of 25 uM or jesa. 

6, I. supervised the atonies palhfahod in Lauer er oA Ame. AAA Acad. Scl "USA, 98, 
i2B.;AA2b!9, 2001 APaehed: heroio as Exhibit Cfh a reterence I eo-ecrdwwed , J ids reference 
teaches that no vasodilatation oncers in v/eo at venons plasma nitrite eoneentrabona- of 130 nM 
Aee pane l 2 At A era e a rn X last paragraph; and that physiological hwAs of rbtrhc are 
vaaobhataAoaetiee (ace the fide and abatraeA. My research group cradled the Laoor si al paper 
^[ pjlaanm nitrne rather than ornate retleeA regional endothelial .nitric oxide synthase activity bar 
lacks intnosw vasod date each can because of oar atrong belief baaed on oar research studies and 
those of others in the field, that plaama rh trite had no physiological effect on oascAiiaboo . I 
heheverthe resalA of diA amdy were widely accepted at the time by the broad cerentfLk 
coeoraaaiy. in fact, the res aha on bh shed by ihe Cilsdwin group In CAaby at al (Nat a re 
Medicine, 9(1 2); 149^-1.505., 2003) were eery surprieiag to me and uiawpeeterh 

7. The Laaer eixL refcreeee was pabbaAad in the AeoeerAAyw qf tke National Aceicimm? 
p/ AAneea of ike (Mted'Smes. MmericcrimAS)^ which is a sclentnie journal pabhahed by 
the Nabona! Academy of Sciences of Ac (Anted Scutes of America, The aeieotibe eoramaoity 
regards FN AS aa a highly respected and proeboeni journal that pahbahea original seicotrbe 
works ; The paper was edited by a. Node] Laureate who shared an the discovery of "m trie oxidw 




touO ligJoa»m M- Such, seientinc resemd>efs ia the oifafc oxide field atgOikdy. read 8B<* trust the 
smdi.es tiescfcl in Laner M pi .. 

h. | he t<&8hisgs of Laner at ai me consistent wsb my understanding of iaorpuk nitrite 
p%-sk>ks:l ; v n«or to October 14, 2003,. which was that high concentred one o; f nop-seidified 
sodium uitfke (u.=s nwsaece. wu : oeoUaonus bbpye 2i)& uM) wodld cause vasodilation in vimh hut 
ik.af, low eoeeerambons {including conefirittslUai& below 25 pM) were vasodilator tractive both 
in \mo,md Jn vivo, prior to October 14. 2003 I believed that inorganic tutrlie was an inert 
oaOaboo product of oitrk oxide .metaboKsm. I bejiew lhf.it my understanding of sodium mints 
phvsioiogy prior to October 14, 2003 accurately reDeeta the understanding: of researchers 
working irs the .field at that. time. 

9. llnw, prior to Oetober 1 4, 2003, ! would not have expected nunme OUied sodium 
nitrite to have any beneficial therapeunc effect when administered (for instance by hyeerOo or 
inhalation.) to a object at ckcuiahae concentrations of 25 gM or ices, regardless of the in ntm 
results in rat aorta provided by Mexlin Mai, 

10, Ml statements uaade herein and of my owe knowledge are ace and ad riataraems 
made on iofkrumhoware believed to fee true; and ibrther, these statements were nntde with the 
knowledge that willful fake statements and like are ptausuahle by fine or loans son ore; et . or both, 
under Section IQ0I of Title IS of tbe f JO:te4 Suges Oxie, and that smy such willful Otsc 
statements made -may -.jeopardise the vahddy of the application or auy paten t issuing thereon. 





t-Ogs 3 Wi s 



